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Re: Docket 3SP-I075; Poatmar keting Safety of
Tichpidine Hydrochloride

Dear Ma. &elrad:

I am writing on behalf of Ho5ann.La -e Inc. amd Syr@x (U-
Inc. (hereinafter refirrred b m ‘T?ache”) regarding the postwwketkg sde~ of
ticlopidirie hydrochloride. Siace the Food a.radDrug ~tration (W’DA- or the
“Agw&) approved I&he’s New Drug Appli~tion -A”) for TICLID@
(ticlopidine Iwlrochioride cabielx (250 me)) (’Ticlid-) in 1991, RoclLebe ma am
extadve postmarketiag wsfem program for TicLid, iachdng CGmplateblood munt
rnooitoring and patient and prafe~ioml education. Currmtiy, them am a n~ber
of pending abbreviated new &g applicatioa,s ~MID&#) and txvo tem~tive
approvals of .UVD~ for tirlopidine hydrochloride (250 mg) (%clepibe’”).
Following a lengthy dialogue with FDA on the tipic, on November 27, 1998, Rocbe
6.led a CLtizen Petition with ~A regarding the neceaaity of requhing a
postmarketing @ety pXOP- b wmnection wd the de aad marketing of all
forma of ticlopidine. The petitiomraiiws did times of drug wdbty and must be
addreaaed prior to final ●pproval of say ANDA fbr ticlopao, ~

JJ On Janu~ 11, 1998, Teva Ph&eceuticub US& Inc. C’Tevan -d suit
against FDA in the Federal Dietrict Court for the Dist&t of &hzmbia eea~
declaratmy md izajunctwe mlid m coanectiom with the approval amd markati.rtg of
ticlopidiae pumumt = aa ANDA Roche cumaatly ia ~t a parw to W lawsuit but
does plan to ueek iaterwenar etatus.
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& you know, drug safe~ is aa issue of czitital impo~ee m the
public, manufactumm. FDA and Co~as. Pommarbting Gaf&qymonimrimg is oac
of ~A’a p~ary took to exum the stie use ofpharaaaceutiad products.
Postmarketiag programs make produti use safer and help reduce adwme eveace-
To the best of I&he’s bowledge, to daze FDA haa “strongly enamzaged” but not
required generic maa@tcrurcrs ta provide postmarketiag safety programs foz
generic ticlopidime. As mque~ted in =e’s ~tizam petition, in order to eaaure ths
continued safe use of ticlopidine FDA must require & ticlopidiae manukcmmm w
adope a poatnaarketing safety program. In its Citiam Petition Roche has offered
two legal parhways @ achieve this goal, ix.dudiag, if FDA coadudes that such a
postrnarker.ing safety program is rmt already required of F&he, a commiwent by
the company to fiIe a supplement to the Tielid NDA to require a poutmazketing
mfety program aG a conditbn of u*.

Rochers Citizen Petition was the culmination of nine months of
dialogue with the Agency reg=ding whether FDA should require postta=keting
safety programs of all manticturers of ticlopidi.rw. An important elmmmt of this
dialo~e was the commitment ~ade by Roche ~ work with the ANDA applicant co
develop comparable postrwtrkering 6afety programs In Ocr.obe~1998, ~A wruta a
letter to the ticlopidiae ANDA applkanlx expreaa~g the importance of aad nead for
postmarketing safety progzam6. In addi~on, the AgEwcy conveyed Roche”s
commitment to work with tbe applkxmts on developing postzaarketiag safety
programs. Since that time only one of the approximately nine ANDA applicants be
evez contactid Rache regarding the developroent of a postmarkatimg safety
program. Further, the one =mpaay that did contact Fbcbe, Purepac
Pharmaceutical Co., pla=d one iaitial phoue call, during wlucb the pamies
dtitwsed ehe nature of the avaihble information and the pmsible exchange of the
same and counsel for Purepac agreed to put this request ia =ritiag. ~t
conversation took place weeks ago and Roche has never received any writtm foh
up. Clearly, despite FDA’s strong urging, it doe6 not appear that the ANDA
appli~nta wiU voluntarily implement postrnerketig safe~ progmazrx.

When FD.4 approved Ticlid in 1991, a black box wamizsg regarding
neutropeni~ was ticluded b the prokt &beI&g, Due u the dangw of
neutmpmia, FT)A determined that a postmarketing safe~ program for Ticlid wae
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nwwmary. The ‘ISclid black box wmni,ng m the pmbgaioaal ~ba~ -d & ~PI
recemly were revised to include the kdlowiag s-mneat ae well sri mom deu@ad
znformatwn O= cic.lopidintw6eoemtad ~: 7i4d can oauae lifb-tbrea~tig
hmnatologicd adveree rewtions, inchdng mnmmpenidagrarwkycoais and
drombotic thrombocytoperuc purpum (lTP).” Given these impotiaat eafety
con=nm wwciatad with ticlopidine, the postzoerketing mfe~ program continues to
provide mvaluBbk safety infimmatim ti patients amd profbsaiowda, as we~ aa
continually reinforce the need for CBC moaatitig. even if ticlopidixte thernpy ia
discontinued. Indeed, Wopitie baa sever bam marketed is the US. without a
postma.rkecing safew program. Because the TicLid postmarketing safety program ia
critical to the safe use of the product, the Agency should raqw.re the same
postmarketzag safety program of all maatieturem.

In light of the nine mormhs of dialogueleadiagm the Citizen Petition,
the tiportan~ of the postmarketing safew progran, aszdtbe lack of reepoueiverms
oazthe part of the ANDA appkaAw to ~A’s request for the implementa@oa of
postmarketing safkty programs, we believe it is cx’i~ that the Agem@
aflj.rmatively address the ctmtarns raised by the petition - ieeuiag a ~al
approval for any ticlopidine ANDA aad require all ticlopitie mmnukturers to
adopt postxmrketiag safbty psograms- &wrdiz@y, we hope that YOUwill give this

Citizen Petitioa md the iraportaat drug safety issues that it sabes your attention
and the sericwa consideratimx it warraau prior to isaurmg any M approvals.

Over the last several days I have attempted to epeak with several
CDER o- regardiag the statue of tbe Citizea Petition and the prospect for an
Agency respcmae prior to a bal ANIM approval AU have respectfully declined ta
a.nawer my questions. Accordingly, we hereby are requesting a meeting with mu



a&lEL’99 10:00 EXEC OPERflTIOFJSCDER + 3DlB27697@
NO.610 P005/005

.—

~t3G/W & ~N

~-J-ekebad
Januq 14.1999
Page 4

SiECfLmly,

RQbart P. Brady
C2mrmWlfix li.o~-la l%xhe ht.

cc: Dr. Janet Woodti - CD~r
Dr. Robert Temple - CDER
Dr. Raymond J. Lipic& - IXRDP
Dr. Robert Feaichel - DCRDP
Dr. Stephen Fradd. DCRDP
Mr. Douglas SponJ =OGD
Mr. Robert West - OGD
Mr. David Fox - OGC


